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l^New; A method ot testing a compound for its ability to regulate transcription- 
activating efiects of aperoxisome proliferator activated receptor-gamma (PPAR^), said method 
comprising assaying for changes in the level of reporter protein pi^ent as a result of contacting 
ceUs containing a GAM chimeric PPAR-y receptor and a reporter vector with said compound; 

wherein said GAL4 chimeric PPAR-y receptor is introduced into said cells by a receptor 
expression vector comprising a DNA segment encoding at least the ligand binding domain of a 
PPAR-or and a DNA segment encoding a GAL4 DNA binding domain, and 

wherein said reporter vector comprises: 

(a) a promoter that is operable in said cell, 

(b) a GAL4 response element enable of being bound by said GAL4 DNA 
binding domain, and 

(c) a DNA segment encoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operatively linked 
to said promoter for transoiption of said DNA segment, and 

wherein said GAL4 response elemept is operatively linked to said 
promote for activation thereof, ■ 
wherein an increase or decrease in the level of the reporter protein when said cells are 
contacted with said compound, relative to the level of the reporter protein when said cells are not 
contacted with said compound, is indicative of a compound that regulates the transcription- 
activating effects of said receptor. 



37. (New) A method according to claim 36. wherein the DNA segment encoding said 
GAL4 DNA binding domain is introduced at the amino teraiinus of the DNA segment encoding 
said ligand binding domain of a PPAR-y. 



38. (New) A method according to claim 36, wherein the DNA segment encoding said 
GAL4 DNA binding domain is introduced at the carboxy terminus of the DNA segment 
encoding said ligand binding domain of a PPAR-y. 
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39. (New) A method according to claim 36, wherein the DNA segment encoding the 
native DNA binding domain of PPAR-y is substituted with the DNA segment encoding said 
GAL4 DNA binding domain. 

40. (New) AmethodaccoKlingtoclaim36,whereintheDNAsegmentencodingsaid 
GAL4 DNA binding domain encodes amino acid residues 1-147 of the GAL4 protein. 

41. (New) A method according to claim 36, wherein the DNA segment encoding said 
GAM DNA binding domain encodes amino acid residues 1-90 of the GAL4 protein. 

42. (New) AmethodaccordingK,claim36,whereintheDNAsegmentencodingsaid 
GAL4 DNA binding domain encodes amino acid residues 1^74 of the GAL4 protein. 



43. (New) Araethodaccordingtoclaim36.whereinsaidcopipoimdisaputative 
^^)> / "^^^^^""^^ ^^^-y, and wherein said contacting is carried ^ the presence of 
^' inCTeasing concentrations of said compound, and 

a fixed conceaitration of at least one agonist ^ said PPAR-y, 
wherein a decrease in the level of die reporter ^pStdn when said cells are contacted with 
said compound and said agonist, relative to the levpTof the reporter protem when said cells are 
contacted with said agonist alone, is indicative^ compound that is an antagonist of said 
receptor. 



m 



44. (New) A methodap<$oiding to Claim 36. wherein said contacting is carried out 
the further presence of at least^e PPAR-7 agonist, 

wherein an incre^ ^r decrease in the level of the reporter protein when cells are 
contacted with saidcpi^und and said agonist, relative to the level of the reporter protein when 
cells are contact^th said agonist alone, is indicative of a compound that regulates the 
transcriptionriictivating effects of said receptor. 
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said contacting is earned out in 



45. (New) A method according to Claim 36, whej 
the fimher presence of at least one PPAR-y antagonist^/'^^^ 

wherein an increase or decrease intheJe^gUf the reporter protein when cells are 
contacted with said corapoiimd^nd.saklt^t^nist, relative to the level of the reporter protein 
when cells are contjptediviSrSd antagonist alone, is indicative of a compound that regulates 
the transcription-activating efifects of said receptor. 



Please replace claims 16, 20, 27-29 and 33-35 with the following amended 



versions 



thereof: 




16. (Thrice amended) A method of testing a compound for its abiUty to regulate 
transcription-activating effects of a peroxisome proliferator actiyfed receptor-gamma (PPAR-y), 
said method comprising assaying for changes in the level of ra^rter protein present as a result of 
contacting cells containing said receptor and reporter vectyCith said compound; 

wherein said receptor is introduced into said cejj^y a receptor expression vector 
comprising a DNA segment encoding PPAR-y, and^ 
wherein said reporter vector comprises: 

(a) a promoter that is opei^le in said cell, 

(b) a hormone response ^^ent, and 

(c) a DNA segment eiicoding a reporter protein, 

wherein said r^orter ptotcin-encodiiig DNA segment is operatively linked 
to said promoter ^j^anscription of said Dlf A segment, and 

wherein^d hormone response element is operatively linked to said 
promote foytctivation thereof, 
wherein an increase or d^ase in the level of the reporter protein when said cells are contacted 
vdth said compoun4;4tive to the level of the reporter protein when said cells are not contacted 
with said compoupd, is indicative of a compound that regulates the transcription-activating 
effects of said r^eptor. 
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ice amend 



W3 



according to ciaun^ wlierein sail] 



putative antagonist for said PPAR-y, and wherein said . 



compound is a 
cpafactmg is carried out in the presence of 
increasing concenti-ations of saidjx^pound, and 
a fixed concentration oUn&ast one agonist for said PPAR-y, 
wherein a decrease in the levelof^S^orter protein when said cells are contacted with said 
compoimd and saidagopistrT^ative to the level of the reporter protein when said cells axe 
contacted with-^aia^mst alone, is indicative of a compound tiiat is an antagonist of said 
Jtor. 



27. 



(Twice amended) A method accordmg to Claim 16 wh^ said contacting 
j^^y&ineA out in die further presence of at least one PPAR-y agonist, 

^l»^a°mcreaseordecreaseintheleveloftherep^rprotein whencellsare 
I contacted with said compound and said agonist, relative to^<level of the reporter protein when 
cells are contacted with said agonist alone, is indicati)je^a compound tiiat regulates the 
transcription-activating effects of said receptor. 



28. 



(Twice amended) A meti^d according to Claim 16 wherein said contacting is 
carried out in the further presence oWeast one PPAR-y antagonist, 

wherein an increase or^rease m the level of the i^otter protein when cells i 
contacted with said compo^^ and said antagonist, relative to the level of the reporter protein 
when cells are cont^^th said antagonist alone, is indicative of a compound that regulates 
the transcription-^vating effects of said receptor. 



! are 



29. (Amended) A method of testing a compound for its abUity to regulate 
transcription-activating effects of a peroxisome proliferator activated receptor-gamma (PPAR-y), 
said method comprising assaying for changes in tiie level of reporter protein present as a result of 
contacting cells containing said receptor and reporter vector with said compound; 

wherein said cells express native PPAR-y, and 
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wherein said reporter vector comprises: 

(a) a promoter that is operable in said cell, 

(b) a hoimone response elwnent, and 

(c) a DNA segment eacoding a reporter protein, 

wherein said reporter protein-encoding DNA segment is operatively linked 
to said promoter for transcription of said DNA segment, and 

wherein said homione response element is operatively linked to said 
promoter for activation thereof 
wherein an increase or decrease in the level of the reporter protein when said cells are 
contacted with said compound, relative to the level of the reporter protein when said cells are not 
contacted with said compound, is indicative of a compotmd that regulates the transcriptic 
activating effects of said receptor. 



ion- 



(Amended) A method according to clami 29. wherein said compound is a 
putative antagonist for said PPAR-y, and wherein said contacting is carried out in the presence of 
increasing concentrations of said compound, and 
a fixed concentration of at least one agonist for said PPAR-y. 
wherein a decrease in the level of the reporter protein when said cells are contacted with 
said compound and said agonist, relative to the level of the rqjorter protein when said cells are 
contacted with said agonist alone, is indicative of a compound that is an antagonist of said 
receptor. 



34. (Amended) A method according to claim 29, wherein said contacting is caiiied 
out in the further presence of at least one PPAR-^ agonist, 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said agonist, relative to the level of the reporter protein when 
cells are contacted with said agonist alone, is indicative of a compomid that regulates the 
transcription-activating effects of said receptor. 
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35. (Amended) A method according to claim 29, wherein said contacting is earned 
out in the further presence of at least one PPAR-y antagonist, 

wherein an increase or decrease in the level of the reporter protein when cells are 
contacted with said compound and said antagonist, relative to the level of the reporter protein 
when cells are contacted with said antagonist alone, is indicative of a compound that regulates 
the transcription-activating effects of said receptor. 
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